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(54) STABILIZED PHARMACEUTICAL COMPOSITION 
AND PRODUCTION THEREOF 

(57) Abstract: 

PURPOSE: To obtain the titled composition, by blending 
a benzimidazoie based compound with a specific basic 
inorganic salt. 

CONSTITUTION: A stabilized pharmaceutical 
composition obtained by blending Ipts.wt. compound 
expressed by formula I (R 1 is H, alkyl, halogen, cyano, 
etc.; R 2 is H, alkyl, acyl, carboalkoxy, etc.; R 3 and R 5 are 
H, alkyl, alkoxy, etc.; R 4 is H, alkyl, alkoxy which may be 
fluorinated, etc.; m is 0W4) or a derivative thereof with 
0.3W20pts.wt. basic inorganic salt of magnesium and/or 
calcium. This composition is a remedy for peptic ulcer 
having inhibition of gastric acid secretion as main action. 
The compound expressed by formula I can be obtained 
by a method for subjecting a compound expressed by 
formula It prepared by reacting a compound expressed 
by formula III with a compound expressed by formula IV 
(X is halogen) to oxidative reaction, etc. The dose thereof 
is 0.01W30mg/kg/day, preferably 0.1W3mg/kg/day 
expressed in terms of the compound expressed by 
formula I. 
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ft 1 o L 1 O^ST-fcSo RseiaK«*i*T^ 

fens. Rie^BBti. iatrtt o . uta24^ 

So 

»^©«:»©ffaTtctti .*c**i 8 osia i 2 o 

o . i ttia i o^iat**. 
{t£ft(xvn*7/ua yJn*5*A? , fro-£fc* 

0 it^ftCX VI ) 8! ifi * * 5 ffii*£ft*7A/ 

^ ^ y -;U.x^y - ;U . :7R *a £" ^ tf £ ft £ • & 

> * y,GSJ£<t&Jfc.7-tr h - h 'J d< 3* if £ 
ft. RieSffi.KJ5B5Htt#i5"F~*.£tt2* is 

j; cf a » Rg - a ^ k © a ^ « a # a ^ ft * • 

an *e © «t « «c v «< i .r */ - * & it £■ « t* , 
ftftfcWK»a»^fTpffl.stt«waftffl.fit«Jis 

£ ) © ffi <fc S « « © 81 fli * - * ** ~ - * * • 
& ic * £ qf] ffl i » t> ft * ^ ^ * *> $ ^ & * * 

/t.yOi.y^^^^/O^.Til'i > ft / 

* •> O X> . ^St Ka^^O [MgcAl.CO 
H ) , . • CO, - 4 H . O ] . * ft it 7 * i t • -7 7 

* > O ^ C 2 . 5 M 2 O • A I i 0 j * i H * 0 3 £ * 

*^4S*^->o^©ia-fl£ttflRfiaiSiLr!i. t 
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0 . I i * L 2 R3 A S • 

ft^«cxvB)J:9fk^«(iv)*wiss-r«u:i*a 

(t^3t-A/©J:o^ig^ifc^l^, > * :/ X A^ * - 
A* 7 o y K.p- I»Jl/i>^il'*-Jl'? o! J *** ^ * 

*{kffj©«^»c(4, <t£«j(x vnuat LJ&fcftai 
©■as — *s«fi*<ffl *ft sfcffl^fcft* 

> ^ >.f- h 7 ? ooi^ > fx i* A< ijS 1/ ^ Tl ^ , 
KloiaS(iI?!r^2 O^ia 8 Ott^O. SIC 
Rflli 0 . i tt L 2 «f R3 ft * . ^ « * * + 
>ftft * iM±?f« 'J vft©ft*£ftft K 

<t £ ft ( x vg ) iz ?4 l £ it ft <*> ^ a ~ ^® *i s ^< 

1 ^ ft . iS^i££©^£Tic£lcrt<'fToft*o ffl 
* A/7 S 

ft * 'J 0 . & ft * * K U $J*©±$ttliK«iS 

x (f a: PS * ft * ^ ■> O u . 7K ft it H *> ■> o ^ £ 
a< n» if h ft . cn^v^ii/OAijio^^^ 
Oi»©JS£teflft«J£t**s> l »*jgiff*S^(iS» 

i©«©pH* < i§s&(pH 7 ia±)^^-r {>©-c*ft 

i£ © K ii I M ft ^ ^ *i 2 H 1U ± © Id o ^ li- "C? t 

«t<. -e©e^a(i-e©esi^«to3s:3^'rs* < > 

Kyy-f i ^ 7 - A/ & ft £ 9l I ffi a SBU L T & 
0. 3tt^t2 01Bfl». ft-T^L<ii^0. 6 

* 16 *W tfl IK ft (i ^ ^^ic^^D^l^fc^t-Ct, 
J: < % 91 if 32 Jf5 ffl (f^l ^ , ?L S5 - =» - > ^ ^ ~ 

^.eHflR*^^».i»tsa*^o - ^ . 6 as c ) , 

^ ^ JW C W ^. a it T > 7" > . > -7" ^ * *> o - X . 
A ;u H^4- > > ^ A/ -fe /u o - x . k K o + *> 7* o k* 
JU *r A> a - X . t K o 4- •> 7* Q k' A, /■ * "fr A, a 
- x . # V k' - A^ k* c" 'J K > r ) . ml ffl (#1 ^ !I 
;U H: ^ > > A/ -tr A/ o - X 1} > O i* . -r > 7* 
> . {& S (ft 0£ k K o * •> 7 a £ A* A* a - X .V £f ) 



# Si /£ & ff] (#1 ■< - > 8 0 (7t E 7 h 7 * *± 

a).y^o-v^F s 8 (&3ntx£t±Sf . * *) * 

* -> x ? u > * ^ y * ^ > :/ o k* u > & 3i £ #J 

£ ) . fit & ft »I(W IX L - >Xr-f > . © 5£ SE h 
y Oi.,7X3^t'>8Etl' y 0 2* « if ) . m 91 m CW 
i if X f 7 y 7 % is V 1* .9 fr9 £ 

* £ "fl *fi I* ft i* * iffi©*:/?'*'**' 

tKiiaoti^nsA*, ^ co s ?q ^ ffi-ci , 
/:Ui^^^l'*!>K>'y>f 5 r */ - ;u & ft £ #5 

I; r r * ■> "5 A *i i CVS fctt* ^ '> O i»S5tt 
m H J£*.S fa L/c ^aD^J-SrigfaLT * 

L tz h (O tc 7* * > O 2* <fc / £ ti A' > O 

2*©iS2Sttte«s*fif&t-rfcj:<, « i* w k 

i r "/ - * » ft ^ft U ^ / * •> O 2* i C5 

•/ - ;u & ft £ ft t © 3K #1 . ««»|i:7/*->9i» 

J; / ;£ fcii*JU->9AflDJS5ttft5«ffl*JD^^ 
& L , fc! £ flj £ fln *. T . St&iLCftlcrtzRflj 
^^)IQ^Tn*^LrS^Jt1-^. * fc 81 1£ *Mc * 
^ X b UM t litflS) tttf>;*7£T* J<P L * L i£fc*<r 

9 4> % IMiV > '< U Jb(fi ffi 7 5 » <W/W) 

*S «fc 3 - > • X * - ^ 2 5%(W/W)£^C) 

S £ *l » £ (ffi ISC : 0 .5 - 7 0 * (W / V ) * BR 

si i ^ "9 » < > v < i ^ ■/ - a- # ft s ft . r 
* •> o a * / $ a * ^ *> o a © ig s & m a 
IS is A c c sfs ft ffj . 6 55 . ^ - > * * - . £ S 

;U a - X . t Ko^i/7ok'jl/til/0-^,^f 
;u -tr ;U o - x . t Ko + >7o h* ;U -tr ;u a — X . # 
y tr x ju t* a y K y ^ ) <r ^ W t r h t;) tR flic tfr 
jfl =i - ' r- < y 7 ir * z t iz x o m h n a . * r 
;u flj T> iS ^ :i . m ic iS £ L T 3E i#"t tn^ii\ 

c so j; o ic l r i3 n » ffi !i * iyi Pui ix-ffLt 

G , * *fl -2C ft :* :J> < & 5* ^ 15 T G a t A i: C ^ * 
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jpj . a r ■& a, m . a j^i . m k ffi . an & ?pi « o g □ © 

S m . SI ^1 . & t£ ffJ S3 L T (i , «s o ^ ^ ^ > 

A/-tr^o-x.xf : A/-tr;i'0-x.t Ko^r>>^ 
Az-trA/a-X.fc Ko + >yof^*^o-X.^ 

oxv^F 6 S.-tr/t/a-XT-^-r - F 7^ U - 

- h.t K o ^ ■> > f • ^ ? ^ o - X 7 -t r - K-tf" 

- 7?'j^»ftia^a)«ic ? 

mil? ? >.K>#75fOfe***ffll"9*l5, 
h U t' )0 ^ <t S St fg ^ 7fe SS U ffl i. » % C t f)< X £ 

5 o 

* ^ © s as a is ft * ^ ^ © *i ft s si in <o 

SH u ffl t a ^ (c ti mi JE © So < ^ 91 ^ W ^ 3 
£ ft t3 ^ t!I » . fit . ft ^ W tl £ t S ^ L . H f. 

* ^ ffi . » w . a is ffi <£ t" © m is *c l r ?£ □ w tc s 

^ V" - A/Sft^^'i: Lt^ 0 . 0 1 mg- 3 0 ag/ 
kg/B, »*L<tittO. 1 rag- 3 »g/kg/ a S 

ja t ^ ^- 94 . % % m o x 31 « ^ -r ^ t/ r * 

n JI S o "C- :*I C i » . 



2.3 - i? * * A> - 4 - — hot* l - 

* •> K ( 2 . Og).>^A/Xf A/^rhvO Orf). 
2.2.3.3.3-^<>^7oo7'o/<y -A* 
(3. 0 5i).&*«Bt* , J f > i *'(3. 2 9g).^ 
+ t>f^ l J>jSPJ7; K(2. 0 7g)Ofi^ 
ft* 7 0 - 8 0 *CTi4 . 5BlBUB.ttttffLfcOS, 

lftlttx*Jt/iXT-/UT-fi!ltfiL* 

- ;K I 0 : 1 )T?*as L , KKif ;ux * r ^ - 
*s >*D$f£S+o**.2.3-*:>>**'- 
4-(2.2.3,3.3-^V^^°°^ a:j! ^' :/ ^ 
t - ij j; y - I - + •> K © ftl fe if « S 2 . 4 %h< 
i^tir; 0 S* .& I 4 8 ~ l 4 9 °C 

±4£if5]t^^SuiO, &£Mt;£^(V )£ 0 



N - * ft h 'J ^i*4>7fc(2 0 *£)&&£ JJO *. * 

sat-2Q$p^Mitffc, aai***iiii, (ft is 
T*r$d3U. -rvyat'A/i-f-iu-kosfes-rs 

£ , 2-t Fa^y>fJl/-3-^-A'-4-(2 

,2.3.3 > 3-^>^7007"crd!^->)t* , J i> 

> © »fetttt«5 I . 6 gA<?# S> n'fc. 

N M R ? U(CDCh)6 :2.07(3H.s).4.28 
(lll.brs). 4.4 9C2H. t. J= l 2Hz) . 4 . 67 (2h . s) . 
6.69ClH,d.J = 5Hz).8.34(lH.d. J= 5Hz) 
liEt^«©35i£i:JiO, ft ( VH ) i 0 ft £ 

<fc£^(IX) 

v r 5 r* a .sec) 

CUi H OCH.CF, 93.5-94.0 
ft i) II I! 0CH.CH.CH> T&llk 
£2) CH, H OCH.CHiCila all 

a I) XHRX^? K ^(CDCfi 3 )6 : l.0(3It. t. J 
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R s R s R* 
C0 3 D OCIItCF* 131.0-131.5 

ai) H n ocniCn.CH. nfctfc 

a 2) ClU H OCU.CH.CHa Tib tt 

at) SUB*** 7 h /UCCDCga)* : 1.01 (311. t. 

J-TIIz). 1.8K2H. a). 2.50(311. s) . 3.93 
(20. t. J-7H2). 6.50 -6.80(211. a). 8.10 
(in. d. J= 7Hz ) 

a2) SMRX'*? hJUCCDCfi.)6 : 1.07(31!. t. 
J-7.5HZ). 1 . 65 -2.02 (211. a). 2.21(311. 
s). 2.52(30.. s). 3.99(2H. t.'J=6Hz). 
5.68 (111. d. J« 6Ilz). 8.15(I!I. d. J 
= SHz) 

2 

2.3--^>^^-4 -(2. 2. 3. 3. 3-^ > 
^onroii+^fj^ - 1 - * * ■> K 
(2. 5g).&*ftK(8«£)©i$iffilcS1iSK(2a5) 

* jjD ii , i i o *c -e 2 Kf ns * ■* i tr <o , © «□ 
U; 4 - ^(3 o^)i;i$Aa, 2 

-7.5Hz). l.79(2H.o). 3.92C2H. t. J = 
6Hz). 4.51-4.90(1H. hr). 4.68(211. s) . 
6.68C1H. dd. J=2 and 6Hz). 6.30(111. 
d. J= 2Hz). 8. 28(111. d . J - 6Hz) 
a 2) NMRXK ? h ^(C0Ce 3 )<5 : 1.0 3(311. t. 
J = 7.5Hz). 1.82(211. a). 2.02(3H. s). 3.95 
(211. t. J= 6liz). 4.62(211. s). 5.20 ( 111. 
brd. s). 6.68(111. d. J - 6Hz) . 8 . 25 (111. d. 
J-6Hz) 
4? a? 01 3 

2-t F'n ^ > > r ;V - 3 - / f- ;b - A - (2. 
2.3.3.3 - ^>^7ooycri-:^>)t*»J : J ~s 
(3 5 Ong)Oi'cDt^^i§^(l 0 *£ ) (C IS ft * 
it - >v ( 0 . 2 ftfi )* SO * . 3 0 5> IK1 Jin & 3 ift L 

© ^ s l , aa«j*-y^y-/i^(5ftfi)ut^L, 

2-^^K>'V-f i ^ y* - /U( 2 0 Omg). 
28Kth'Jn> h * > K & & ( 1 ) ■ * ? <* 
- a, ( 6 »2 ) xz. JJQ * . 3 0 *> !TO fin & 3 i& L . > * 
y -;U^iU * *■ ai *. r ft .« ~ * ^ * * * - ^ 
-r- a; u . ft * & ft * * y o u & & -c ; at ■» a , % 



y C 2 0 g)© ii 7 L.izfaii , fftfiSx^^x^f- 
^ - ^*-t > (2 : 1 )T?r&tU U , 

> i 0 f5 «S S Tl" « i . 2-CC3->^^- 
4 - (2.2.3.3.3-<>^7ooya^+-/) 
- 2 - t* ' J yA,]yf t 3 K > -y -< i y / - 
^* 1 / 2 *?a^© fKfe&ttg 3 7 0 agA<<f h> n 
fco St .41 I 4 5-1 4 6t. 
KIT, ±aS£[^#(c LT(fc^^(flI)i (IV)<h ^ 

ft^^cn ) 

R 1 R 1 R' R* R 4 » .SCC) 

H H CIU H OCH.CF, 149-150 
H II II H OCH.CH.CH. 84- 36 
£) II H CIU H 0Cn«CH,CH» ft 

^) NMRX-< ? h ;KCDCG 3 )d : 0.98 ( 3H. t. 
J-7.5H2). 1.54 -1.92C2H. b). 2.15C3H. s) 
. 3.80C2H. t. J = 6Hz). 4. 43(211. s). 6.55 
(1H. d. J-SHz). 7.09C2H. m). 7.50 (2H. 
n). 8.2K1H. d, J« 6Hz) 

<t£^( I ) 
R 1 R' R» R a R* . »£(r) 

© H H CIU H OCtUCF, 1 78- 182 (decoop . ) 
© H H II H OCfUCH.CH, 1 23- 1 25(decotnp . ) 
© II H CIU H OCH.CIUCH, 81- 83 
3SS£0I I 

fi£Lfc©5fcS$i&l£«(a-'7-:>> 
7o-r>h«:SI.B*)-v:-EiaiiKSaLA:. C © t> © 
£ ?L I* T? 8> ft L . *l SK I 6/<v->:0£iiSS£t*- 
/-©£5IS©SI£&-tr/l/0 - X.eKffUTK^-rffi?. 

xf-ryxtt^/is/OA^aiitia^L, a - ? 
u m * m as t re o 

ft£-«l © 50 ag 

ft 7 / 7 > •) 30 og 
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$ * W 4 

2 - C[3 - > ^ /U - 4 - (2.2.3.3.3-^ 
70:77*0 2 - tT 'J y ;u ] > ^ ;b f- 
t )K>7-f i/'/-*(2. 2g)©?ao*;l, 
X. (2 OttOfc&tOfc/ST, i-?ooia$i.§fi!! 
(I. 3 g)© ? a a * A/ U ( | 5 ftOfcifc* 3 0 ft 
*HnffiTU;0^ h 

« & fi ft L . •> 'J * Y 5 0 g)© * * 2* (c it * 
ffFlKi^^iX^^T-Tgtfat, 7 * h- > - -r v r 
o t^x-fJi/iD^ggtid:, 2-CC3- 
> * ^ - 4 - ( 2 . 2. 3. 3. 3--^ y ? 7 a a 7 
a 2 - fc? y ^X4/7^-^) 

< > 7 i ^'/- *(JUT, it^^l ® <h ft iT * C 

)^3cJ5fe/'JXi,Sl . 7 8 g/><f§ 
ttfc. ».& 1 6 I - I S 3 r 

ft* % C t t> * 5 )££IS L fco 



L - •> X f O 20 mg- 

3 - > * ^ - ^ 20 og 

?LfiS 65.2og 

&£S-trA/a — 7. 60 ag 

Xf7'J>tt7/*'>n 3 . Omg 

St 2 50. Omg 

2 



(it) 5-;<h**:/-2 - [(4 - 3 
5 - v> > f- - 2 - try ^^)>f ;l/^^7 ^ - 
;u ] K y y 4 i *f / - /u 
3£.%0I 3 

. n — s X $ — . ?L fis ^* <t CK t K o * ■> 7* o t' 
C « o © 4 0 t , I G a? S3 a 3? t*6 i£ L , ?L i* 



•J - 3:fTK»(5S*Hft9r3l)-e I 0 2 00og<O 

JK * 31 H L tz . 

1 J£*4>!Qfi!t 

<t£#J ® 30 >g 

ttPfc&K^ iU *> 2* 50 ag 

3 - > X * - 40 ag 

?LS2 73.4iag 

t Ko + ->ro t>*A'0-x Gog 

XrT'J >K7/^>U 0.6og 

7K (O.OSpO 

*f 200. Ong 

n J& w 4 

-f i ^ •/ - ;u 
H^^l 5 

->ai.o«i*)taeL, fc £ ■& tc -7 ^ > ^ -r -*/ 

CE 5 0 "C 4 Ot<D$frto-f^ 

L»*tt8iei»fc, C O b © 260mg-£r * 7 Hf ;U 
SEStttC'^-^-tfxItaa.JlfcS)"*? 1 ^ 

sa&& 3 - f- ^ > s^ans 

* W K7^v M.-30D 138og(@2!Ji5#4K4og) 

^ ;u ? 4.1 ag 

#»Jjt^U>yU3-yU6000 I2.4ng 

7^ - > 8 0 2. log 

tK 276 mC 
J13 m & 551 f £ © 4B tie 

£tefl*J5iD8Stt 200fflg 



* r * ;u $ j © & /X 
AS r£ & Si £ 
1 ^ 05 ?J 7 -tr /u 
St 

55 «£M 8 



2 60og 

250mg 
7 Sag 
336ag 
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- (2±'<0 ^A' ItS . l000rpn)-C*BJc2!&t£ t L 

<o 4 ot.i 6 f$ is a £ «; t , a. is sb a l 

l 2-4 2 > ? *> * <D 81 1£ * ft o 
Stt£ 200ngcb©aiS 

S5t &Wl~* 7* -> O i 20 ag 

3 - V X * - * 80 ag 

afctSw-frA'O-* 20 og 

*;U:Jf*->>*JHr;i/o — X A ^ •> O 

10 og 

t K a -> 7 a fc* A/ -fe JV o - X 10 fag 

7 A* a ~ y 9 F 6 8 4 og 

?L&§ 2 6 o>g 

* CO.lBl) 

if 200 og 

3 6 0)icy >Mb^^rAtl, t K o * •> r b" 
;HrJI/a-Xi&?«(4 %(W/V)^iJl«L^* { i 
± SE O ffi Tfi Jfl £r n - t- * :/ ^ L BR iF5 Si t£ £ W A: . 
S* 1$ JB l& !i * 4 0 "C . I 6 8* Rfl ft 2 £ » L , ft &e 
■C BB S L I 2-3 2 > * ■> » 2> Si !* £r W . 
Sl?il90ag*©lflfS 

y > *< U A* 7 5 mg 

{fc£«3 ® X 5 mg 

il!ffi7/V>^ 1 5 ng 

fiS 2 9 a 8 

3 - > X * - ? 27 ag 

^ S A' a — X 27 mg 

t K o > o f /V "tr a - X 2 ng 



It 



( 0 . 0 5 *£ ) 
I 9 0 ag 



9 
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s /i state Taa*aj£a>is»tt3 - 

>rLKJ»tt8lta*f9fc. £ SU£ 2 4 0 ag* * r 

3f -C K 7 4 s v H L-30D 10 4. 7 ag 

CSIfflfiR^ 3 1 . 4 og) 

* ;U ? 9 . 6 og 
^I'Jif UV/'J^-^S 0 0 0 3.2 og 
7^-^80 1 . 6 ag 
SMk* 9 > 4 . 2 tag 

* C2 2 OH) 

W 8 1 9 0 ng 

5 0 mg 



2 ^ €S *J 7 -fe /u 



2 4 0 ag 
6 5 ag 



If 3 0 5 ag 

7 5%RH 1 fflRafc©ttW§Cfl:*ffi£ L fc. 

& b & ft * * o 



< a t * e ) 
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2 4 0 ag 



3? 1 ^ 
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OU T ft G) 



n as k <k t 
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